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Figure S1. Oxaliplatin reduced the viability of various CRC cell lines. CRC cells were treated with
various concentrations of oxaliplatin for 24 h and 48 h. CRC cell viability was then assayed by
CCKS. Each value was the mean * SD of quadruplicate assays. *P < 0.05; **P < 0.01, **P < 0.001
compared with the control.



A 24 h 48 h

Flavopereirine (uM) 5 10 15 0 5 10 15 KDa
P53 - ‘4—53
P21 TR S e — — — —— €21

1.00 0.80 0.47 0.52 1.00 094 0.72 0.68
Cyclin B1| S S Se S S S S s <S55

1.00 091 0.83 0.80 1.00 0.98 0.90 0.72
PHH3 S s s — 17

1.00 095 094 0.68 1.00 0.72 0.40 0.26
HES w— i — — m— — — — 17
1.00 1.12 113 1.13 1.00 0.93 0.80 0.85

At e—————— —— 4

C 24h 48h
Flavopereirine (uM) 0 5 10 15 0 5 10 15 KbDa

PSTATS S S s 0 S = W <56

1.00 1.01 1.07 1.51 1.00 1.04 1.23 1.38

STATS e s o W - - o -5

1.00 1.01 1.06 1.14 1.00 1.09 1.16 1.17
P-actin e e - - - - - - <16

B 24h 48h
Flavopereirine (uM) 0 5 10 15 0 5 10

15 KDa

LB _N_N_NR R B_J§ o

Cleaved caspase 8

<18

1.00 1.00 0.88 745 1.00 0.79 0.63 0.86
Cleaved caspase 9 <37

1.00 1.07 1.09 1.14 1.00 096 1.15 1.04

Cleaved PARP 389
1.00 1.56 1.80 1.76 1.00 1.10 0.87 0.76

M1 (S - - <10
1.00 0.97 0.94 0.83 1.00 0.93 1.05 I.QS

Bl2 s——— s ———— 26

1.00 1.01 0.98 1.01 1.00 098 0.98 1.00

[actin. —-———————— 15

Figure S2. P53 signaling was involved in flavopereirine-mediated viability reduction and apoptosis
induction in truncated and nonfunctional P53-expressing CRC cells. CaCO2 cells were treated with
flavopereirine for 24 h and 48 h. A, B, and C. Pro-apoptotic, anti-survival, G2/M-phase cell cycle
proteins, and STAT3 signaling were not changed in CaCO2 cells after flavopereirine treatment for

24 h and 48 h.
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Figure S3. Flavopereirine treatment did not significantly change the integrity of normal colon tissue
in mouse in vivo. Mouse was intraperitoneally injected with flavopereirine or PBS for 21 days. After
treatment, the histology of mouse colon stained with haematoxylin/eosin was examined.
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Figure S4. Proposed mechanisms of flavopereirine in cell cycle distribution and apoptosis for
affecting CRC cell growth regulation. Flavopereirine upregulated P53 and P21 and downregulated
cyclin B1, which prevented cyclin B1/Cdk1 cascade formation and G2/M-phase cell cycle arrest. P53-
dependent signaling played critical roles in extrinsic and intrinsic flavopereirine-induced CRC cell
apoptosis. Both P53-mediated G2/M-phase cell cycle arrest and apoptosis suppressed CRC growth.



